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The dlsolOBXiro hasi been amended to correct the 
Informalities cited by the Examiner in page 2 of Paper No. 10 and 
to obviate the Examiner's objection to the disclosure* 
Withdrawal of the objection is requested. No new matter has been 
added. 

The applicants note that the specification refers to 
the trade mark PACS STAR PLUS at page 13. It is capitalized and 
accompanied by generic terminology (i.e., "flow cytometer"), 
accordingly, no amendment is believed necessary, should the 
applicants be incorrect in their review of the specification, the 
Examiner is respectfully requested to note where other references 
to trade marks are located, and appropriate revision will be 
made. 

Claims 1-3 stand rejected under 35 U.s.c. s 112, first 
paragraph. The Examiner asserts that the specification provides 
no probative evidence to show the utility of the method claimed. 
Claims 4 and 5 stand rejected under 35 u.s.c. s lOl as the 
Examiner believes the claims are drawn to an invention of such 
incredible utility as to create a strong presumption of 
inoperativeness that can only be overcome by clear objective 
evidence. The rejection under Section 112 and the rejection 
under Section 101 are treated together and the applicants urge 
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the Exanlndr to reconsider and withdraw the rejections of the 
claims in view of the following remarks. 

In vivo data demonstrating the utility of the claimed 
methods have not been generated. However, the applicants have 
used in vitro assays, i.e. determination of HIV-l>induced cell 
syncytia formation and viral reverse transcriptase production by 
inoculated cells, to demonstrate operability. These assays 
utilize living cells and are widely accepted as accurate models 
that can reproducibly and effectively predict for example, 
infectivity and pathogenicity of HIV-1 In vivo. 

Further, the following evidence is available showing 
that anti'-CD44 antibodies, soluble CD44, or other gene products 
of CD44 are useful in preventing or treating HIV-1 infection in 
humans: 

a. Recombinant soluble CD44 can prevent HIV-l(BaL) 
infection of human monocytes and tissue 
macrophages in vitro, 

b. Transfection of cells of the CD4 positive/CD44 
negative T cell line Jurkat with different 
isoforms of CD44 causes expression of the expected 
membrane CD44 protein isoforms. Moreover, the 
transfected cells have dramatically modified 
susceptibility to infection with HIV-l. Those 
cells transfected with and expressing CD44H are 
essentially not infectable with HIV-l (despite 
still expressing CD4) , and those transfected with 
and expressing CD44E have an approximate 9 fold 
enhancement of infect ability with HIV-1. The non- 
transf acted Jurkat cells and those transfected 
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With CD44H and CD44E havo comparable abilities to 
bind HIV-1 gpl20, despite the widely different 
susceptibilities to infection. Cells transf acted 
with a truncated form of CD44H (lacking the 
cytoplasmic domain of the molecule) do not differ 
from non-transformed Jurkat cells in their 
susceptibility to HIV-i infection. •This suggests 
that the cytoplasmic domain is critical in 
determining the biology. 

Thus, In toto, these results indicate that anti-CD44 
antibodies, soluble CD44, or hyaluronate are useful in preventing 
or treating HIV-i infection in humans. Furthermore, CD44H 
(either soluble molecule, or that expressed endogenously in 
cells) is predicted to prevent or treat HIV-1 infection. 

Should the Examiner find that this data would be more 
convincing if submitted in the form of a Rule 132 Declaration, 
she is requested to so indicate and one will be provided. 

Por the Examiner's convenience and information a copy 
of an abstract detailing these data is Included. 

In view of the above, the rejection of claims 1-3 under 
Section 112 and the rejection of claims 4 and 5 under Section 101 
should be withdrawn. 

Claims 1-3 stand rejected under 35 u.S.C, $ 103 over 
Haynes in view of St. John. The Examiner asserts that it would 
have been prima faeje obvious at the time the present invention 
was made to combine the teachings of Haynes on the role of the 
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CD44 adhesion laolecule with the teachings of st. John on the 
polypeptides and other epitopes useful in therapeutic 
compositions of the leucocyte adhesion molecule, "with the 
expectation of a method of suppressing T cell activation in an 
animal, inhibiting CD44 monocyte-mediated lL-1 release and 
treating inflammation with the further expectation that the 
method would be effective in reducing inflammation, inhibiting 
IL-l release and suppressing T cell activation in an animal." 
Reconsideration is requested in view of the following. 

The Examiner's rejection of the claims as obvious is 
wholly inconsistent with her rejection of the claims as 
nonenabled and as lacking utility. Further, the Examiner's 
rationale for combining the references is at odds with her 
statements with respect to the prior rejections. Accordingly, it 
is submitted that the rejection is clearly in error and should be 
withdrawn. 

Claims i-3 stand provisionally rejected under 35 U.S.C, 
S 101 as allegedly claiming the same invention as that of claims 
1-3 of application Serial No. 07/669,730. Claims 1-3 also stand 
provisionally rejected under 35 U.S.C. § 102(e) over copending 
application Serial No. 07/669,730. Abandonment of application 
Serial No. 07/669,730 renders these rejections moot. The 
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Examiner's attention is, however, directed to pending Application 
Mo. 07/973,339. 



In view of the above, the instant application is 



submitted to be in condition for allowance and an early Notice is 
respectfully requested. 



NJW:BJS 

1100 New York Avenue, N.W. 
Suite 900 

Washington, DC 20005 
(202) 861-3000 



Respectfully submitted. 



CUSHHAN, DARBY & CUSHMAN 




Mary J. Wilson 
Reg. No. 32,955 
Tel.; 861-3688 
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DBPraRENTIAL MODULATION OF fflV-l INFECTION OF A T CELL UNE BY 
EXPRESSION OF TOAN^^^ CD44E AND CD4% ISOTO^J^Id 

Ri vadengija. * H-X Liao,* DL Sauls.* BF Haynes. and JB Weinberg, VA and dSS 
University Medical Centers, Durham, NC. ^ vAanauujce 

to^nii'l?^?" y^'^'^PPtiW* «H? ^ ^^'S^^y dependent on binding of viial gpl20 
^ *?"^}^y?*V^*>.W'*^^' we noted that antibodies againft the 
ttansmembrane protein CD44 inhibited infection of mononuclear phagocytes 
Different isoforms of CD44 appear to be important in hyalwo^e bindiS in 

establishing tumor cell Wastases.^^"S SodSfri^n if 
SS?t^^?^f"^."'2"°°^ f"^^??' Th« purpose of this study was to determine the 
ci^tfl^^^v^''^^'' CD4 positive.CD44 negative Jurkat T cell line with 
SS^iT?.^^? f.^^^WH, two different isofoims of CD44. Cells transfected with 
wdt ? ''P^y"* levels of cell surface CD44E with less su^f CD4 Aan 

TT; ^^"^^ ^® ^^^^ by the monocyto&opic virus 

S^P ^"^^ successfully infected by the lymphocytot«Sc 

SJv Jurkat-CD44E cells were more susceptible rSSfS^ 

Jurkat-parent cells. They had earUer syncytS 

iSSo„"*fh]'^K«-?*' J*^°/ '^.^^^^^ transcrip^tase. At 9 day^s X? 
1™ • f', ability of HIV-lniB to infect the Jurkat-CD44E cells was 

?AdT^«^^ ^ Jurkat.parent cells as deteSSned by 
TCID50, In contrast to Jurkat-paient and Jurkat-CD44E cells Jm^tat rm^H ^»iic 

r!Lii' °®*P»*® expressmg high levels of CD4, All . three cell lines bound oniin 
ffiLTnf oJ'IfnM ^od^mpr. of mv-l infcitiin!e^«sio?4^^ 

inrS«?«S. £Pl20-CD4 binding. Expression of different cellular CD44 isoforms 
appears to be an important detenninant of fflV- 1 infection and expressionfn vSo 
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